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Ltzmm^i^nm (leibovitz L-15^ 10%e7^>S^fflfilfi> 10-W^-!t^^\/>s 
t>*50xgT' 5^fe^^-C>b:^co ?Mb}fe«^if bv^^g«r«?^^?l§U /hS^Mia^ 
(2) 

( 1 ) {cfB«g bfe «t a izmmvt^mmmomi^mmizm 6 xio*M/t^«M®iu 

n D =.—mMm^MM'^ # ^ J; a ^ o ;feo 



>»; n Sf^-r — (GIBCO Laboratories) 
+2O111M HEPES (Dojindo) 
+25]nM NaHCOs (Katayajna Chemical Co.) 

+30iiig/l l-yu U > (Sigma Chemical Co.) 
+0.5mg/l -f U > (Sigma Chemical Co. ) 
+ 10-^M 7^^-t?-^^^y> (Sigma Chemical Co.) 
+10% FBS (Hyc lone Laboratories, Inc.) 

+10mM —zi'f-yT^ K (Katayama Chemical Co.) 
+ linM L-T;^n;i/tf>^2-7^X7 ji— h (Wako Pure Chemical Inc.) 
+ 10>ag/l EGF 

(+1% -:^pt^;i/X;i/:1^:^-> K(DMSO)* (Aldrich) 

* DMSO(d:i^« 4 B @ (Dmtt^^mtf^ ^ mn-T S o 

mmi^tc >; >mmmm-^mm^ 2 [Ei?5fe^b;feo o.o2%EDTA^^tf > 

^t'5:V^WiiJiir-g(Cell dissociation solution (Sigma)) 1ml >&i@#lDl{c:An. 
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^2. /j^gjaf«tg#^^ti&n 

naJc^-l'— (GIBCO Laboratories) 
+2O111M HEPES (Dojindo) 
+25niM NaHCOs (Katayama Chemical Co. ) 

+30ing/l h-yti U > (Sigma Chemical Co.) 
+0.5mg/l -f^J^UV (Sigma Chemical Co.) 
+10'''M y^^'^i-y-^^Jy (Sigma Chemical Co.) 
+10mM ::ii3^>T^ K (Katayama Chemical Co.) 
+ m L-TX=i;i't:>^2-7^X7 3i— h (Wako Pure Chemical Inc.) 

+ 10/zg/l EGF 

(+1% i^^^;i/;^;i/?i^=^-> K(DMSO)* (Aldrich) 

* DMSO(it&«l SB*^^«t-?.o 

J3J&SJ;dt3nn-— <rht^«M (agSSmm^T^^-f t-Atifeo 
T5^*T-ti5ibfe (Ells 2)0 



cfc^ (j^20%~i^30%:ii >7;i/J.> h ) T\ Engelhorm^fll(EHS^M) 

*»6»mbfe«^«K (^ga^vhUW (Matrigel) : ^mim.^iP ^^J: ^ s 

^^->60%. im^^-^>i5%. yx2=r-t^^)ti>s :^y'^^^ym^^ts) 

^(Omm. Matrigeltc <t ^mm^B 2 H 1 0 H S-t\ ^^ffF«®^^At3 
^3^-rSi:%^^nSfe^i:H^cDC/EBPa. C/m?/3s flTlfflJMH^4 (HNF4) *5 

«fct>"ffiffljis^^a^6 (HNF6) r^ifmnmi^mm^nr:! ms^-me) o cne)^^ 

6) o 

T>2-:^;t^i/>5^±— tf (TO) . -b U >7^t K^^S^—- If (SDH)®:!t:;i/^ >H3l#3{)^B 
^nSJ:d{3:&ofe (012. 1 3) o mm<Dmm>l±. JitT^ct^tciff^Co;^ : 
/J^MST«ia^*=iP-— t500//g/ml ©Matrigel ^^;!]PU. ^(DWi. t§«9 BS 

J|g®^>>'^•^W^fflV^(MHK bTJiMatrigel5&»b^(iV>/^MffFiBJia 

2 8 



<f>(Di^mm^(D^m'hmM^ntz (i2i7~io) o zn^co^yj^^nco^m 
nmm^m^tz^tiz^-^xntj:-orzo m\^Mm (n) ti^xitiEn^y vMm 
mmm^m':^^--(Dmm±M^^m\.rz (ia7~io) o 

«)^ m^tzim^rz\,-f^tm<tstt)m*)'^ommt<Dmmmt^:K^<^j^'orzo m 

t*^'j;<%^^u ^^v^—^>mm.%j:.<B^n^^oizrj:-orzo ^n^(Dm^ 
mmm4. ^mBmmcDSfmm^cDmm (2) 

ffi^Neoveil) ±{3a-<i-:/to 



^(DfpizmBmzm-r^%(Di)^r!ii'^mizts:'Drco ^tz. ^^^yym-^^ 
u i/v:j-'^>mn^ji<^^n^xoiztji-^tco cti^(D^^mi±'hmm-mm 
iiffliajb^"®^^ n ^ }fe to # ^ n s o 

(01 4) o 

3 0 



\ 



mmm 2 T-li^^tife/h^fff«=i o^-&^ 200-250 =1 n:^-/cmnc^cS 

(1) (DMEMs 10% FBS. I0m=.^9->T^ h\ ImM rxri;i/tf >^2- 
U>^s lOng/ml EGF. lO'^M T^^it^ ^\/>s 0.5//g/ml >f U >x ^-i^U 

;^ h u r h -^^ ^> >) i3T 12-24 mmmmWi. u ( 2 ) (d 

MEM. lOiiiM ::zzi^>T5. h\ ImM TXZijV\£>m2-Vym. lOng/ml EGF. IG'^M 
T^^-b-^^J^^/v, O-S/zg/ml-OJ^UV. ^::^S/';>> X h U7* h v-T i^>> 1% 
DMSO) (cm^feo -S*5^(3tg«rt^^mb^*^'^. M{3 1 OHI^t&^bfems 
i§«?S-e 500 usMl {3#f^bfeMatrigel ^ilflg®±{CigHi-feoMatrigel ^JD 4 
8I^P^^m«^S?£^^^U DMS0 7U-®^#?S (2) -eMfc:4 H^i^^^^ltfeo 
Matrigel m;!jP^ 6 B S (3Tf3®^ 3 ~ 6 {cgBig bfe^^J^lsl^l-^ bfeiiJ^-e 
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^ >^^^m^ 10% SDS-PAGE T'^ii^s ^ >^^^Jc: J: t) Se^J 

^fflbfc-^^CtrtWi^ •\'^m-CYP2Bmi*: (300 {g#f^) s ^^^m-CmA2ifi^ 
momihm ^ -l^^^in-CYPZEl tfii^ (1000fS#IR) *5 J;t>'-^^*JT;-CYP4A1 Jrtf* (1 
000{§#IR) (Mtl^^-'fb^^Sad^^mA) -e^So ^fc2^in;#:{iDAK0ttJ: 
t)^AbfeHRP-)g^Jrb-\'=¥/t^^i^ Ig (5000 mJ^)o^^ffl»W{± Pierced 
J; D MA b;^ Super Signal West Dura(Yb^^^)<£^ffl b;^o 

^ 3 ~ 6 fife^fff«t-*5tt 100% vtc^mm(DmM^& 

(i0.5%3i^y-;i/^^fe^MhbT. :^U-h{i0.5% DMSG ^-^tf 

^^SilbT^fflbfeo 



3. CYP2Blil#tl 





lii^(lDM) 


Qx?zummm (%) 




0 


30.8 




0.75 


37.4 




1.5 


47.9 




3.0 


46.9 




4.5 


55.0 
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^4. cm^zmmm 



mm 




CYP3A2ill#t6 (%) 




(0.5%:ii^y-;i') 


94.9 


0.5x10-=' 


115.5 


1.0x10-^ 


141.0 


2.0x10-' 


148.1 


5.0x10"' 


153.2 


^5. CYP2Elil#tg 




jiJS(mM) 


CYP2Elg|#tfe (%) 




0 


74.1 


250 


76.5 




500 


82.4 




750 


98.8 




1000 


86.4 


^6. CYP4Alil#tg 






CYP4Al^#tg (%) 




nm (o.5%DMso) 


74.1 


0.1 


76.5 


0.25 


82.4 


0.5 


98.8 


0.75 


86.4 



So 
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1. znu=.-^m^-r^mmm<D7o%i>j,±mm^mm'^^isb^tix\^^^. 
3. (i) m^^Bmrn^^m-r^^ts 

( iv) Mlffl«^'10fS~30i@T^ ?./JnMST«=' Dri-^miRt-S C 
(iii) BUsBMIS^jiPlOM~30fli-efe S =i d --^miRr § c i:. 



6 . i^mmtim<D'hms\'mmm^^^ d --^js*^^ 200-100011 p ^n-zcm^ 

(ii) fugBi^-h*i/-hri:tgtfe4i(3«<Cii{cJ:t3. tuIBS^- h±0/J^SJflf 

8. h±©=iP-— ^J^^ti^s 200~10003P-— /cm''t?^S 

9 . (i)^^Ii 1 2 JCBBtt<7)/jNMMJi§lS^W=J D--^^^*TOt4^^- 

(ii) BuHBi^-h<&S^-heri:^jfii?fmife4'i3S<cia{::J;?). msE->—h±(D 

1 0 . mm^P^mcDiy— h±(DziU-—m^ff. 200—10003 pn—ycm^'-??^ 
1 1 . 5 ~ 8 cDMti*^ 1 J^tcfBIBcD:;^^}^ J: m,1Mh\^fc'\miS^mW^'^ 

«t--5^^{-«fcf5>HuHB'fb^tJWCDfFatif3||Mbfcf^ffl^£ in vitro T-Ji^-TS 
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tLX in vitro T*«l^-r^7^^o 
JtfE^T'S) -Ss mmM. 1 3 ^ feti 1 4 {3iBa®;?^o 

1 6. mmitmmm^^^m\?2iu cyp3A2. cyp2ei. cyp4ai^=i- K-rs?tfe 

1 7 . mmM. 5-8 cDMnd^ i Ji{3iBte®;&^{c x <d mmt i^rzfhMM-mm'm^ 

mm^^m-r ^^nzx^. mm'it^mM(Ds^mmizmm i^tdm ^ in vitro 
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FIG. 17 
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